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What is claimed Is 
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A\method of predicting pregnancy outcome in a 
subject by determining the amount of an early 
pregnancy associated molecular isoform of hCG 
in a\ sample comprising: 

(a) Contacting a "sample with an antibody which 
specifically binds to the early pregnancy 
associated molecular isoform of hCG under 
conditions permitting formation of a 
comp\Lex between the antibody and the early 
pregnancy associated molecular isoform of 
hCG; 



(b) 



(c) 



measurin 
thereby 




the amount 
eterminin 




plexes formed, 
amount of the 
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early pregnancy associated molecular 
isoform of\hCG in the sample; and 

comparing the amount early pregnancy 
associated molecular isoform of hCG in the 
sample determined in step (b) with either 

(i) the amount ^determined for temporally 
matched, normal \ pregnant subject(s) or 

(ii) the amount\ determined for non- 
pregnant subject (s\, wherein the relative 
absence of the early pregnancy associated 
molecular isoform o^E hCG in the sample 
indicates a negative outcome of pregnancy 
for the subject. 



A method of predicting the \ likelihood of a 
negative pregnancy outcome in a female subject 
comprising: \ 
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[a) contacting a sample from the subject with 
a capture antibody which specifically 
binds to an early pregnancy .associated 
molecular isoform of hCG under conditions 
^permitting formation of a complex between 
^he antibody and the early pregnancy 
;sociated molecular isoform of hCG; 

contacting any complex formed in step (a) 
with\a labelled detection antibody under 
conditions permitting binding to the 
complex the capture antibody and the hCG 
isoform; 



(c) measuring\ the amount oK labeled detection 
antibody bound to thfe \ccynplex so as to 
thereby determine the" amount of the early 
pregnancy associated molecular isoform of 
hCG in the sample; and 



(d) comparing the \ amount early pregnancy 
associated molecular isoform of hCG in the 
sample determined in step (b) with the 
amount determined \ for a normal pregnant 
subject, wherein the relative absence of 
the early pregnancy \associated molecular 
isoform of hCG in the sample indicates a 
negative outcome of \pregnancy for the 
sub j ect . 



The method of claim 1, sftep (a) further 
comprising a second antibody which specifically 
binds to, hCG without substantially cross- 
reacting with said antibody under conditions 
permitting formation of a compleA between the 
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antibody and the early pregnancy associated 
molecular isoform of hCG. 

4. The Method of claim 3, wherein the capture 

antibody is B152. 
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The metViod of claim 4, wherein the detection 
antibodA is B207 . 



A method \of predicting the likelihood of a 
negative pregnancy outcome in a female subject 
comprising 

(a) contacting a sample from the subject with 
a capture antibody which specifically 
binds to\ an early pregnancy associated 
molecular \isoform of h&G under conditions 
permitting \formation of av compi€x between 
the antibody and the 
associated molecular 




ly pregnancy 
of hCG; 
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(b) measuring the amount of complexes formed, 
thereby determining the amount of the 
early pregnancy associated molecular 
isoform of hCG in the sample; and 



(c) comparing the amount measured in step (b) 
with the amount determined by contacting 
the same sample with a second capture 

- - antibody which specifically binds to 
intact non-nicked \ hCG without 

substantially crossV reacting with 

said antibody under conditions permitting 
formation of a complex between the 
antibody and the ea\rly pregnancy 
associated molecular isoform of hCG and a 
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second defection antibody, wherein a high 
ratio of ambunts determined for said first 



capture antibody re'. 
capture antibody 
outcome of pregnane 1 



;ive to ±he second 
fixates a positive 
for the subject, a 



low ratio indicates a negative outcome of 
pregnancy for the subject. 
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The method according to claim 5, wherein the 
sec©nd capture antibody is/B109 and the second 
detection antibody is B-3T08. 
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The method of claim 1, step (c) comprising 
comparing the amount early pregnancy associated 
moleculaV isof orm of hCG in - the sample 
determined in step (b) with either (i) the 
amount determined for temporally matched, 
normal pregnant subject (s) or (ii) the amount 
determined f\pr non-pregnai^: subject (s), wherein 



amounts of \the early 



molecular isofyprm of hCG Ln^fcffe sample similar 



Segnancy associated 



jbregftancy associated 
in temporally matched 



to amounts o% early 
molecular isofoi^jn of hCG 
pregnant samples Vindicates a positive outcome, 
amounts of early pY.egnancy associated molecular 
isoform of hCG in the sample similar to amounts 
of early .pregnancy .associated molecular isoform 
of hCG. 

The method of claim 1, yherein the sample is a 
urinary sample or .a blood sample. 
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The method of claim 1, wherein the sample is an 
aggregate sample taken from at least one day. 
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The method of claim 1, wherein the antibody is 
v labeled with a detectable marker. 



The method of claim 11, wherein the detectable 
marker is a radioactive isotope, enzyme, dye, 
magnetic bead, or biotin. 

The method of claim 12, wherein the radioactive 
isotope rss I 125 . 



A method ofXpredicting pregnancy outcome in a 
subject by determining the amount of an early 
pregnancy associated molecular isoform of hCG 
in a sample comprising: 



specifically kinds to the early pregnancy 
associated molecular isoform of hCG with 
a solid matrix ui\der conditions permitting 
binding of the antibody with the solid 
matrix; \ 

(b) contacting the bouncl matrix with the 
sample under conditions\permitting binding 
of the antigen present iia the sample with 
the capturing antibody; \ 

(c) separating the bound matMx and the 
sample; \ 

(d) contacting the separated bound matrix with 
a detecting antibody which specifically 
binds to hCG under conditions permitting 
binding of antibody and antigen iX the 
sample; \ 




(a) 



contacting 



capturing antibody which 
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[e)\ measuring the amount of bound antibody on 
the bound matrix, thereby determining the 
Vamount of early pregnancy associated 
blecular isoform of hCG in the sample; 
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(f) cor^parin^T \the amount early pregnancy 
associated molecular isoform of hCG in the 
sample determined in step (e) with either 
'i) tfye amount determined for temporally 
matched, normal pregnant subject (s) or 
(ii) t\e amount determined for non- 
pregnant^ subject (s) , wherein amounts of 
the early\ pregnancy associated molecular 
isoform of\hCG in the sample similar to 
amounts of \ early pregnancy associated 
molecular isyoform of hCG in temporally 
matched preg\iant samples indicates a 
positive outcome, amounts of early 
pregnancy associated molecular isoform of 
hCG in the sample similar to amounts of 
early pregnancy\ associated molecular 
isoform of hCG in me non-pregnant samples 
indicates a negativ^ outcome of pregnancy 
for the subject 

The method of claim 14, fuAther comprising: 
(a) removing of the sample\ from the matrix; 
and 
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[b) washing the bound matrix with an 
appropriate buffer . 



16. The method of claim 14, wherein t\e capturing 

antibody is E152 . 
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17. \ The method of claim 14, wherein the detecting 
mtibody is B207. 
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Thev method of claim 14, step (a) further 
comprising a second capturing antibody which 
specifically binds to intact non-nicked hCG 
without^ substantially cross-reacting with 
said an\ibody under conditions permitting 
formation Vf a complex between the antibody and 
the early \ pregnancy associated molecular 
isoform of h&G . 
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The method accoVding to claim 18, wherein the 
second capturing \antibody is B109. 

The method of claVm 14, step (d) further 
comprising a second \ietecting antibody which 
specifically binds to nCG without substantially 
cross-reacting with Vaid antibody under 
conditions permitting formation of a complex 
between the antibody and Mie early pregnancy 
associated molecular isofori\ of hCG . 



21. The method of claim 14, step\(f) comprising 

25 comparing the amount of the eaVly pregnancy 

associated molecular isoform of hOG determined 
in step (e) for said antibody withVthe amount 
determined in step (b) for the second\antibody , 
wherein a high ratio of amounts deterrm^ned for 
30 said antibody relative to the second aiVtibody 

indicates a positive outcome of pregnancy for 
the subject, a low ratio indicates a negative 
outcome of pregnancy for the subject. 
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22. The Vmethod of claim 14, wherein the sample is 
a urinary sample or a blood sample. 

23. The mekhod of claim 14, wherein the sample is 
an aggregate sample taken from at least one 
day . 
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24. The method \pf claim 14, wherein the antibody is 
labeled wit la a detectable marker. 

\ h 

25. The method' of \claim\2 4 , wherein the detectable 
marker is a radioactive isotope, enzyme, dye, 
magnetic bead, V>r biotin. 



15 26. The method of claj\{n 25, wherein the radioactive 

isotope is I 125 . 

27. A method for determining the amount of early 

pregnancy associated \nolecular isoforms of in 
20 a sample comprising: 

(a) contacting the saViple with an antibody 
which specif ically\ binds to an early 
pregnancy associated\molecular isoform of 
hCG under conditions permitting formation 
25 of a complex between tlae antibody and the 

early pregnancy associated molecular 
isoform of hCG; and 
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(b) determining the amount of complexes formed 
thereby determining the amount of early 
pregnancy associated molecular isoform of 
hCG in the sample. 



28 . 
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The method of claim 27, wherein the antibody 
specifically binds a region of the early 
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pregnancy associated molecular isoform of hCG 
comprising a. carbohydrate moiety. 

The mVthod of claim 27, wherein the antibody is 
produced by the hybridoma cell line accorded 
ATCC Accession No.HB-12467 - 



The method V>f claim 27, wherein the antibody is 
B152. \ v 



A diagnostic kJNt for determining the amount of 
early pregnancy\ associated hCG is a sample 
comprising: \ 

(a) An antibody which specifically binds to an 



isoform; and \ 

(b) a solid matrix to Vhich the antibody is 
bound; and \ 

(c) reagents permitting thV formation of a 
complex between the antibViy and a sample. 

The diagnostic kit of claim 3l\ wherein the 
antibody is E108 as detection antibody and B109 
as capture antibody. \ 

The diagnostic kit _of claim 31, wherein the 
antibody is B207 as detection antibody alad B152 
as capture antibody- \ 

The diagnostic kit of claim 31, 32 or \33 
further comprising control sample (s) normal, 
pregnant sample (s) . 




early 



pregnan 



associated 



molecular 
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^he diagnostic kit of claim 31, 32, or 33 
wherein the antibody is labeled with a 
detectable marker . 

The diagnostic kit of claim 35, wherein, the 
detectable marker is a radioactive isotope, 
enzyme, magnetic bead, dye or biotin. 



The diagnostic kit of claim 36, wherein the 
radioactive isotope is I 125 . 

An antibody whiSzh specifically binds to an 
early pregnancy associated molecular isoform of 
human chorionic gonadotropin. 

The antibody of claim ^8, wherein the antibody 
specifically binds to \ region of the early 
pregnancy associated moleoiilar isoform of human 
chorionic gonadotropin cxomprising both a 
carbohydrate moiety and proKein part. 

The monoclonal antibody of claito 38 designated 
B152. \ 

A hybridoma cell accorded ATCC Accession No.HB- 
124 67, producing the monoclonal ankibody of 
claim 4 0. \ 

The early pregnancy associated isoform oY hCG 
of claim 1 . \ 




The early pregnancy associated isoform of hCG 
recognized by the monoclonal antibody of claim 
40. 
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A method for- detecting non-t rophoblast 
malignancy in a samp.'. e comprising: 
\(a) con . acting a sam.ie with an antibody which 
specifically binds, to the early pregnancy 
associated molecular isoform of hCG under 
^conditions permitting formation of a 
Complex between the antibody and the early 
prtegnancy associated molecular isoform of 



(b) 



hCGX 
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contacting the sample with a second 
detection antibody which specifically 
binds to\ intact non-nicked hCG without 
substantially cross-reacting with 

said antibody under conditions permitting 
formation oi\ a complex between the 
antibody and\ the early pregnancy 
associated molecYilar isoform of hCG, 
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(c) measuring the amount of complexes formed, 
thereby determining\ the amount of the 
early pregnancy associated molecular 
isoform of hCG in the sWple; and 
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(d) comparing the amount of early pregnancy 
associated molecular isoforrr\of hCG in the 
sample determined in step CJp) with the 
amount of early pregnancy \associated 
molecular isoform of hCG in the sample 
determined in step (c) , wherein a positive 
detection of ear.ly pregnancy associated 
molecular isoform detected in step (dO and 
a relative absence of the early pregnancy 
associated molecular isoform of hCG 
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presence of 
the sample. 
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non-t'rophoblast 



malignancy 



in 



The 



thod of claim 44, wherein the antibody is 



B152 . 



The methVd of claim 44, wherein the complex 
formed in\step (a) is detected by a detection 
antibody- \ (\ X 



The method ofXclaim 46, wherein the detection 
antibody* is B20tf. 

The method of clWim 44, wherein the second 
antibody is B109. \ 

The method of claim >44, wherein the complex 
formed in . step (b) is oletected by a detection 
antibody. \ 

The method of claim 49, whWein the detection 
antibody is B108. \ 

The method of claim 44, wherein the non- 
trophoblast malignancy is ovariany malignancy or 
prostate malignancy or some \other non- 
trophoblast malignancy. \ 

The method of claim 44, wherein the Sample is 
a urinary sample or a blood sample. \ 

A method for detecting gestational trophoVlast 
disease in a sample from a subject comprisaSng: 
(a) contacting a sample with an antibody whith 
specifically binds to the early pregnancV 
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associated molecular isoform of hCG under 
conditions permitting formation of a 
^complex between the antibody and the early 
regnancy associated molecular "isoform of 
hc\ 

(b) contacting the sample with a second 
antio^dy which specifically binds to 
intact\ non-nicked hCG without 

substantially cross-reacting with 

said antibody under conditions permitting 
formation \of a complex between the 



antibody a\ 
associated mo^ 



The early pregnancy 
ir isoform of hCG; 

(c) measuring the amount of complexes formed, 
thereby determining the amount of the 
early pregnancy \ associated ■ molecular 
isoform of hCG i\ the sample due to 
binding with the fir^t antibody, and late 
pregnancy associated molecular isoform of 
hCG in the sample due t\ binding with the 
second antibody; 

(d) determining the ratio of ^rly pregnancy 
associated molecular isofoi^n of hCG to 
late pregnancy associated\ molecular 
isoform of hCG in the subject; \and 

(e) comparing the ratio of early pregnancy 
associated molecular isoform of \hCG to 
late pregnancy associated molecular 
isoform of hCG in the sample determined in 
step (c) over time, wherein a continuing 
high ratio of early pregnancy associated 
molecular isoform of hCG to late pregnancy 
associated molecular isoform of hCG in the 
sample determined in step (c) indicates 




the presence of gestational trophoblast 
disease in the subject. 

The rrfe^thod of claim 48, wherein the antibody is 
B152 

The method of\claim 48, wherein - the second 
antibody is B109. 

The method of claim 48, wherein the gestational 
trophoblast disease is choriocarcinoma or 
hydatidiform mole, 



The method of claim 48, wherein the sample is 
a urinary sample or a blood sample. 



An antibody which specifically binds tc^^fn 
early pregnancy associated molecular J^&t5torm of 
human chorionic gonadotropin. 

The antibody of/'claim 58,/wherein the antibody 
specifically /birfas t& a region of the early 
pregnancy assocj^t^i molecular isoform of human 
chorionic / ^g^had^t ropin comprising a 

carbohydrate^rnoi^ty . 



The monoclonal antibody of claim 58 designated 
B152/ 



A hybridoma cell accorded ATCC Accession No. 
HB-124 67, producing, the monoclonal antibody of 
claim 60. 



t 
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62. The antibody of claim 58 labeled wit] 
detectable marker . 

63. The antibody, of claim 58, /wherein the 
detectable marker is a detection antibody, 
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The antibody of clAim 5#, wherein the antibody 
specifically #inqks t£> rtfie nicked form of human 
gonadotropin . 

The antibod^/pf cJ^sfim 58, wherein the antibody 
specif icaMy^Sinds an epitope dependent upon 
peptide/bond cleavage in beta loop 2. 
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The/antibody of claim 58, wherein the antibody 
birids the human gonadotropin at the beta COOH- 
lerminal region. 





